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OABFKHDSGV(SEQn,NO:9).wMcKcov»an^oac.sl-.0onhe ANm2pep.de 
which was used as inmnmizmg antigen. 



The paragraph beginning a,p«eMine5J^^ 

rzi— "■«——.. 

peptide. 

• • f «,aP 1 A line 13 has been MnendedasfolbwsL 
,,3-Un-Va.2phe:.a..-Asp™^^^^ 

Val-Gly-Gly-Val-Val-ne-Ala-aH^EOTONO^ 



. ■ . I ■ liiii 1 1 In- iT-m as follows: 

epi^pe for inducing an inm.une response against an,yloid deposits but are too ^a^ 
: Ilgenic. l!t *is situation, a peptide inununogen can be linlced to a suttab. 
aTIh ipelicitaninnnuneresponse. Suitablecarriersh.c,udeserun.al^^^^ 

::i:iilp:bentoc,anin,in.unoglobulin.^^^^^^^ 
teLus toxoid, or a toxoid torn other pathogenic bacten^ such as dtphth^a. £. 

of universal T-cell epitopes include: 
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• • uA PKYVKQNTLKLAT (SEQ ID NO:43) 

Influenza Heinagluttimn:HA307-3i9 PKYVJ5.i^i 

PADRE(— residuesbolded) AKXVAAWTLKAAA (SEQ ID NO:44) 

MalariaCS:T3epitopeEKKIAKMEKASSWNV (SEQ ID NO:45) 

. f ..n- HBsAe,9 28 FFLLTRILTI (SEQ ID NO:46) 
Hepatitis B surface antigen. HBsAgi9-28 

V, DOSIGDLIAEAMDKVGNEG (SEQ ID NO:47) 

Heat Shock Protein 65: hsp65i53-i7i DQbiuui. 

.aciUeCataette-Guerin QVHFQPLPPAWKL (SEQn>N0:4S, 
Tetanustoxoid: T W Q™KFIGITEL (SEQIDNO:49) 

mV5l20Tl^KQm^ 
T^eparag^phbegi^^ngatpageSMin^^ 

6 ^.^^ of 

P'»--^---t"C«lC'inco.o.e.>n.o.e.^^^^^ 

'^"^rr:: — — 1 p.e. ...p. n .n 

r:e:::irL:.a..ee„p™a„e.on.e.^^^^ 
::th«grea«ye».a.ce.«.eresponsive„-"f-S--«-'''- 



Peptide 
Peptide 
Peptide 
Peptide 



'KGG- 



^KGG 



KA 



AN90549 (AP l-7/Te.a„us toxoid 830-S44 in a MAP4 confguratton): 
g^52a5EQ«™SKFIGITEI. (SEQIDNO:52) 
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AN90550 (Ap 1-7/Tetanus toxoid 947-967 in a MAP4 configuration): 
g^gPHHDFNNFTVSFWLRVPKVSASHLE (SEQIDNO:53) 

. 8^n 844 + 947-967 in a linear configuration): 
AN90542 (AP 1-7/Tetanus toxoid 830-844 

,„Q.XKANSKFIGITELFNNFTVSFWLRVPKVSASHLE (SEQIDNO. 

AN90576:(Ap3-9)/Tetanus toxoid 830-844 inaMAP4configuration): 
gP^QYIKANSKFIGITEL (SEQIDNO:55) 



P include 



Oha exan^-es of «o„ proteins («enic =pi»pe of AP bo.ded) 

AKXYAAWTLKAAA-DAEFRHD-DAEFRHD-PAEBWID 

pAEran)-AKXVAAWTLKAAA(SEQn)NO:59) 

DAEFRHD-ISQAVHAAHAEINEAGR (SEQ ID NO:60) 
FRHDSGY-ISQAVHAAHAEINEAGR (SEQ ID N0:61) 
EFRHDSG-ISQAVHAAHAEINEAGR (SEQ ID NO:62) 
PKVVKQ>nXKLAT.OAE~AEF~~^ 

DAEFRHD-PKYVKQNTLKLAT-DAEFKHD (SEQroNO:64) 
„„.„AKmm-DAE~KVVKQN^KLAT^^^^^^^^ 

DAE^RHD-DAEF1a^I>-PKYVKQN^^KLAT (SEQ ID N0.66) 
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DAEFKHD-PKYVKQNTLKLAT-EKKIAKMEKASSVFNV- 
QYIKANSKF.GmL-FNNFTVSFWLRVPKVSASHLE-I.AEFRHD 

^ (SEQ ID NO:67) 

DAEFRHD-DAEFRHD-DAEFRHD-QYIKANSKFIGITEL- 

FNNFTVSFWLRVPKVSASHLE (SEQ ID NO:68) 
DAEFRHD-QYIKANSKFIGITELCFNNFTVSFWLRVPKVSASHLE 
UAi!.rivix V (SEQIDNO:69) 

DAEFRHD-QYIKANSKFIGITELCFNNFTVSFWLRVPKVSASHLE- 

DAE™ID(SEQIDNO:70) 

DAEraHD-QYIKANSKFIGITEL on a 2 branched resin 

(SEQIDN0:77) 



peptide 
peptide 



"lys-Gly-Cys 



EQVTNVGGAISQAVHAAHAEINEAGR (SEQ ID N0:71) (Syn„clem 



The paragraph beghming .t^^Une 24. has been amended as follows: 
T^l-£^;;^;5-:^?^AP peptides: four human Ap pep«de cS^^^tes 
(^oacidreslduesl-5,M2,13-2S.and33-42.eachooniuga.ed»sheepan« 
S,werepreparedby coupling toughanar.lficiaUy.^eadded.0 .he Appepfde 

using.heorosshnkingreageu.sulfo.EMCS, T,e AP pepdde derivatives were 
rLedwi«.fl.efollowir,gfinalanunoacidsec,uences.h>eachcase,*eloca«onof 

r!:^^c,s.eineresidueisindica.edb.u„derli..ng.TheApi3.2Spep«de— e 
Ihad.olyeineresiduesaddedprior.o*ecarbo.l.«n,ina.cys.e,neas— ^ 
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Api-12 peptide 
Apl-5 peptide 
Ap33-42 peptide 

Apl3-28 peptide 
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NH2-DAEFRHDSGYEVC-C00H (SEQ ID NO:72) 
NH2-DAEFRC-C00H (SEQ ID NO:73) 
NH2-C-amino-heptanoic acid-GLMVGGWIA-COOH 

(SEQIDNO:74) 
Ac-NH-HHQKLVFFAEDVGSNKGGC-COOH 

(SEQIDNO:75) 



The paragraph beginm„gaW|OM^^ . 



The exact array oi unear pcpviu^o x — t, - 

serum samples ftom »ma.s immunized with AN1792 was detenmned by an ELISA to, 
:ruredIehindinsof*e3ean«bodie3.oover,app.gpep«aes«,atcover«.*ee„«re 

Ap,-42 s^ue^oe. Biotoylated peptides with partial sequences of AN1792 were 
Obtained l^mChironTechnologiesas.O^inoacidpeptides^*. 
^iduesandastepofoneresidueperpeptidefsynthesisNo. 5366,No. 533 »dHo. 
5814). The flrst32peptides(&om .he eightaminoacidposition upstream ofth N 
i;na.ofAN,792downtothetwen.y-fourth»tinoaeid„fAN1792)are«ted 

ontheC-terminalwithalirtkerofOGK. The last •» -^P"*- ''^-""^ 
^ndpeptide6omthepreviousseries)arebiotinylatedo„theN.tenmna,w,.hah,^er 

eonsistingofEGEG(SEQIDNO:76). The lyophiUzed biotinylated peptides were 
disso Jataco„oentrationo.mMu,BMSO. l^esepeptidest. s«^^^^^^ 
,M in TIBS (0.05% Tween 20. 25 mM Tris HCl. .37 mM NaCl. 5,1 mM KCl, pH-7.5). 

00 ,1 aliquots of this 5 solution we. added in duplicate to stieptavidin pre-cc^ted 
96-wellplates(Pierce). Plates were incubated for one hour at room temperati^, 
lied ourtimeswitbTTBS. Serumsampleswerediluted^specimendtluentw h»^ 

a.idetononn^ize,iters.andl00.1wasaddedperwell. These plates were mcubate^ 

1 houratroomtemperatitreandthenwashedfourtimeswithTTBS. HRP-con^ugated 

:lti-humanantibodyaacl^n— sea.b)w.dilutedU0,000m 

diluent without a.ide and 100 .1 was added per weU. plates were agam mcubated 
.dwashed.Todeve.„pthec„lorreac.ion,TMB(Pierce), was addedatlOO^lper well 

andincubatedforl5minpriortotheadditio„of30,lof2NH.SO.tost„ptbereaction. 



